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Dl ALbG( R) Fi I e 155: IVEDLI NE( R) 
(c) fornat only 2008 D al eg. All rts. reserv. 

17641337 PM D: 17454774 

Current diagnosis of inherited bone rrar r ow f ai I ur e syndronrES. 
Tan^ry Hannah; Alter Blanche P 

Depart n^nt of Pediatric Herrat ol ogy- Chcol ogy, Schneider Children's l\^di cal 
Center of Israel, Pet ach Ti kva, Israel. 

Pediatric hen^t ol ogy and oncology (England) IVbr 2007, 24 (2) p87-99, 
I SSN 1521-0669- - El ect roni c Journal Code: 8700164 

Publ i shi ng IVbdel Pr i nt 

Docun^nt type: Journal Article; Ravi ew 

Languages: ENGLISH 

IVbi n Q t at i on CVvner : NLM 

Record type: IVEDLI NE; Corrpl et ed 

Prorrpt and accurate diagnosis is required for optimal treatment and 
genet i c counsel i ng of pat i ent s wi t h i nher i t ed bone rrar row f ai I ur e syndr owes 
( I BIVFS) . However, the diverse clinical picture of these syndromes and their 
rareness is often associated with diagnostic difficulties. Ftecent I y, an 
improved diagnostic approach is possible by the cloning of many of the 
causative genes. Fanconi aneni a (FA) patients belong to at least 12 
compi en^nt at i on groups, of which 11 genes have been cloned. An approach 
combining an induced chromason^l breakage test, detection of FANCK- L by 
V^festern blot analysis, compi en^nt at i on group analysis, and detailed 
mutation analysis enables unraveling the causative nutation in the n^jority 
of patients. Wth the use of such strategies, genot ype/ phenot ype 
correlations in FA are evolving. In dyskeratosis congenita nutations in 
DCK1 , TERC, and TEFn" genes have been i dent i f i ed, but nut at i ons have been 
found in less than half of these patients. In patients with 
Shwachman- Di amond syndr onrE, nrut at i ons in the SBDS gene were found in 
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approxi rrat el y 90 % of patients. In D arDnd- Bl ackf an aneni a t he RSP19 
gene is nutated in 20- 25% of patients. Heterozygote ELA2 nutations 
are found in 60- 80% of severe congenital neutropenia patients. All patients 
with congenital an^gai^ar yocyt i c t hr orrbocyt openi a have nutations i n t he 
t hr Otrbopoi et i n receptor gene c- K/JjI . 



3/ 3, AB/ 2 
Dl ALOG( R) Fi I e 155: IVEDLI NE( FS) 
(c) fornat only 2008 Q al og. All rts. reserv. 

16360720 PM D: 15858703 

I nminophenot ype of Down syndron^ acute nrvel oi d I eukenri a and transient 
nyel opr ol i f er at i ve disease differs significantly from other diseases vu t h 
mr phol ogi cal I y i dent i cal or si m I ar bl ast s. 

Langebrake C; Creutzig U; Rei nhardt D 

Uii versify Children's Hospital Mjenster, Department of Pediatric 
hHen^t ol ogy and Oicol ogy, 48129 IVLienst er . Iangebra@ini-nuenster.de 

Kl i ni sche Padi at r i e ( C^r many) IVby-Jun 2005, 217 (3) p126-34, ISSN 
0300- 8630- - Pri nt Journal Code: 0326144 

Publ i shi ng IVbdel Pri nt 

Docunent type: Gorparative Study; Journal Article; Research Support, 

Non- U. S. Q3V' t 

Languages: ENGLI SH 

IVbi n Q t at i on CVvner : NLM 

Record type: IVEDLI NE; Conpl et ed 

BACKGROUND AND CBJECTI VES: Children with Down Syndrome ( DS) have a 20-40 
fold increased risk of developing acute nyel oi d I eukenri a ( AM_) , mainly of 
the nBgakar yobi ast i c subtype ( /WKL) . /\ppr oxi n^t el y 10 % of newborns wi t h DS 
show transient nyel opr oli f er at i ve disease ( TlVD) vslii ch normally resolves 
spontaneously. The blast cells of both entities show 

n^gakaryobl ast i c/ eryt hrobi ast i c features ( M7/ N/B) and cannot be 
distinguished by msr phol ogi cal characteristics. DESI GN AND IVETHCDS: Blast 
cells of 62 children were analyzed by four -col or f I ow cyt onet r y and dual 
color fluorescence Microscopy. RESULTS: The i muinophenot ype of blast cells 
from children with TlVD and DS- AlVKL is characterized by the expression of 
CD33 (-i-j/GDIS (■i-/-)/CD38 (-i-)/CD117 ( -i-) / CD34 {+/-)/ CD? (-h)/CD56 {+/■)/ CDUe 
(-^)/CD71 (-t-)/CD42b ( -^) / CWdi m ( -^) / TPO - R ( +) / EPO R ( - ) / I L- 3- Ral pha 
( +)/ I L- 6- Ral pha ( - ) . Non- DS chi I dren wi t h mar phol ogi cal I y rel at ed di seases, 
i. e. nyel odyspl ast i c syndrorre ( IVDS) , juvenile rryel omonocyt i c I eukem a 
(JMVL), or AM.-IVB and AM.- IW, di d not show t hi s expr essi on pr of i I e. CD34 
expression was observed in 93 % of TlVD, but only 50 % of DS- AlVKL 
patients. The blast cells of all TlVD and DS- AlVKL cases vrere positive for 
TPO-R and IL-3R, whereas EPO R and I L- 6R wer e absent . COMCLUSI CNS: 
I nminophenot ypi ng by the use of surface antigens and growth factor 
receptors is a useful tool t o di scr i ni nat e TlVD and DS- /WKL f r om di seases 
wi t h mr phol ogi cal I y si ni I ar or i dent i cal bl ast s. The absence of EPO R on 
the blast cells night be a sign of the high expression of the rrut at ed 

and less active -- G^TA1 in DS. The higher amaunt of CD34 co- expr essi on 
i n TlVD rmy be i nt er pr et ed to i ndi cat e t hat TK/D is a si i ght I y mor e i nmrat ur e 
di sease t han DS- AlVKL. 



3/ 3 AB/ 3 
DI ALOGt R) Fi I e 155: IVEDLI NE( R) 
(c) fornat only 2008 D al og. All rts. reserv. 

15891836 PM D 15279913 

Corrparative analysis and characterization of nutated thyroid 
peroxidases with disturbance expressed on the cell surface. 

Urreki Kazurri ; Kawano Jun- 1 chi ; Yamamot o I kuo; /\ratake Yatsuki; Kot ani 

Laboratory for Q i ni cal Investigation, M yazaki l\^di cal College hHospi t al , 

Ki yot ake, M yazaki 889-1692, Japan. 

IVbl ecul ar and cellular endocrinology (Ireland) /\ug 31 2004, 223 (1-2) 
p77-84, I SSN 0303- 7207- - Pr i nt Journal Code: 7500844 
Publ i shi ng IVbdel Pri nt 

Docunent type: Conparative Study; Journal /\rticle 

Languages: ENGLI SH 

IVbi n Q t at i on CVvner : NLM 

Ffecord type: IVEDLI NE; Conpl et ed 

Five nutated thyroid peroxidases ( TPC) with varying degrees 
of disturbance in cell surface expression, probably owing to nisfolding, 
were conpar at i vel y analyzed. CHO Kl cells transfected with these 
nutated nflNAs expressed TPO protein i n 65. 6- 82. 1% of 

eel I s in ant i body st ai ni ng, and t he TPCfe vrere I ocat ed in i nt racel I ul ar 
St r uct ur es I i ke t he nuci ear envel ope and ER as vrel I as cyt opi asni cal I y I i ke 
wild-type TPC. Wien cell surface expression was exani ned, three 
nutated TPCe, G533C- , D574/ L575del - , and G771R-TPCb, were expressed 
to varying degrees. In contrast, R175Q and R365WTPCfe vrere thought not to 
be expressed on the cell surface, although a vague increment in R175Q- 
TPO was observed with increasing amounts of nflNA. I n t he kinetic 
study, three nutated TPCfe having insufficient expression on the cell 
surface showed delays in decrease at 4 and 8 h after chase, although 
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between 8 and 24 h after chase they decreased rapidly, as did the two other 
nutated TPCe. In i nminopr eci pi t at i on by ant i - TPO ant i body, 
G533C-, D574/ L575del - , and G771R-TPCe exhibited increasing interaction with 
cal nexi n. The contii ned evidence suggested that sortE of the nutated 
TPCB with disturbance in cell surface expression, probably ovu ng to 
rri sf ol dl ng, exhi bi t ed t he del ay 1 n ki net i cs of newl y synt hesi zed pr ot ei n as 
a result of Increasing Interaction vu t h cal nexl n and that such TPC& could 
be expressed to sonB extent on the cell surface. 



3/ 3, AB/ 4 
□ ALOG( F9 Fl I e 155: IVEDLI NE( F? 
(c) fornat only 2008 D al og. All rts. reserv. 

12420271 PM D: 9354672 

IVbrkedly reduced expression of platelet c- npl receptor In essential 
t hronbocyt heni a. 

Horikawa Y; IVbtsunura I; Hashlnoto K; Shi raga M, Kosugl S; Tadokoro S; 
Kato T; M yazaki H; Toni yan^ Y; KurataY; IVbt suzawa Y; Kanakura Y 

Depart n^nt of Internal IVbdi ci ne II, C&aka University l\^dl cal School, 

Ceaka, Japan. 

Blood (UNI TED STATES) Nov 15 1997, 90 (10) p4031-8, I SSN 0006- 4971 
--Print Journal Code: 7603509 
Publ i shi ng IVbdel Pr i nt 

Docun^nt type: Journal Article; Ffesearch Support, Non- U. S. Qav' t 

Languages: ENGLI SH 

IVbi n Q t at i on Owier : NLM 

Ftecordtype: IVEDLI NE: Conpl et ed 

Thr onbopoi et i n ( IPC) is i rrpl i cat ed as a pr i n^r y r egul at or of 
n^gakar yopoi esi s and t hr ontiopoi esi s through binding to the cytokine 
receptor c- iVt^i (the product of the c- npl pr ot o- oncogene) . In an effort to 
det erni ne the pathophysiological role of TPO-c-IV|dI system in 
essential t hr onbocyt heni a ( ET) , we have exani ned the levels of serum 
TPO and the expression and function of platelet c-Mp\ I n 17 patients 
with ET. In spite of ext renre t hronbocyt osl s, serum TPO I evel s were 
slightly elevated or within nornal range in nrost , if not all, patients vm 1 h 
ET (nean +/ ■ SD, 1.31 +/ ■ 1 . 64 f mal / nL) , as conpared with normal subjects 
(0.76 +/ ■ 0.21 fmal/nL). Fl ow cyt orrEt r i c and V^st er n bl ot analyses 
revealed that the expression of platelet c-tJ\i\ \aos strikingly reduced in 
all patients with ET. Furthernnre, the expression of platelet c- npl nfiNA 
was found to be significantly decreased in the ET patients tested. In 
cont rast , al mast i dent i cal I evel s of GPI I b/ 1 I I a prot ei n and nflNA were 
expressed in pi at el et s f rom ET pat i ent s and nornal cont rol s. I n addi t i on to 
expression level, activation state of platelet c-Mp\ was investigated in ET 
pat i ent s. I nmjnobl ot t i ng wi t h ant i - phosphot yr osi ne ant i body showed t hat no 
aberrant pr ot ei n- 1 yr osi ne phosphorylation was observed in platelets of ET 
patients before treatnsnt with TPC, and the levels of TPO 
induced pr ot ei n- 1 yr osi ne phosphorylation, including c- K/jjl ' 



phosphorylation, roughly paralleled those of c- IVtsI expression, suggesting 
t hat c- IVt^l - rredi at ed si gnal i ng pat hway was not const 1 1 ut I vel y act i vat ed i n 
platelets of ET patients. These results suggested that the TPC-c-IVJjI 



be directly linked to pathogenesis of ET, and that gene(s) 
nutated in ET nay be inportant In regulating the levels of c- npl gene 
expr essi on i n addi t i on to t he grow* h and dl f f erent I at I on of mil 1 1 pot ent I al 
henat opoi et i c st em eel I s. 
? s ( t hr ontiopoi et i n or rr^df ) 
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onl y 2008 D al og. All rts. reserv. 

To study the role of the st r ess- i nduced " r eadt hr ough" 
acetylcholinesterase splice variant , AChE- R in t hr onbopoi esi s, we 
used transgenic rri ce over expr essi ng hunan AChE-R(TgF9. Increased AChE 
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hydr ol yt i c act i vi t y in the per i pher al bl ood of TgR rri ce was associ at ed w t h 
increased t hr onrbopoi et i n levels and platelet counts. Bone narrow (BIVJ 
progeni t or eel I s f rom TgR ni ce present ed an el evat ed. . . 

... following ex vivo expansion of ARP26- 1 r eat ed CD34+ cells as conpared to 

cells expanded wi t fi t hr otibopoi et i n and st em eel I factor. Clir findings 

i rrpl i cat e AChE- R i n t hrorrbopoi et i c recovery, suggesting new t herapeut i c. . . 

effects- -RE; Stem Cell Fact or - - bl ood- - BL; Throntopoi esi s --drug 
effects- -DE; Thronbopoi esi s- - radi at i on effects- -RE; Thr onbopol et i n 
--blood--BL; Transplantation, hHet erol ogous; Wiol e- Body Irradiation 

Cheni cal Mane: Qib2-rs1 protein, mause; Li popol ysacchar i des; 
Neuropeptides; Peptides; Stem Cell Factor; Thr onbopoi et i n ; 
Acet yl chol i nest erase 



... 7/C3VI that differentiates into the erythroid and megakaryocyt i c 
lineages by treatment vu t h erythropoietin and t hr onbopoi et i n , 
respectively. Upon erythropoietin exposure, over expressed TEL st i mil at ed 
hemsgl obi n synt hesi s and accumil at i on of t he er yt hr oi d di f f er ent i at i on. . . 

... the negakaryocyt i c mat urat i on- speci f i c gl ycoprot ei n I I b and pi at el et 
factor 4 transcripts under the treatment vu t h t hr onbopoi et 1 n . 
Consistently, the glycophorin A( -)/ gl ycoprot ei n I I b( +) fraction increased 
mre slowly in the TEL- over expressi ng cells... 

... of endogenous TEL pr ot ei ns in UT- 7/ GM eel I s vas dovai- r egul at ed foil owl ng 
erythropoietin and t hr ontopoi et i n exposure. /Ml these data suggest 
that TEL nay decide the fate of hun^n er yt hr oeyt e/ rregakar yocyt e 



Down- Regul at i on; Erythr 
- - physi ol ogy- - PH; Hunans; Phosphoprot 
Throrrbopoi et i n- - physi ol ogy- - PH; Tunnr ( 

Cheni cal Nan^: DMA- Bi ndi ng Protein , _. 

protein; Nuclear Proteins; Phosphoprot ei ns; Pr ot o- Chcogene Protei 
Repressor Proteins; Erythropoietin; Thr ontopoi et i n 



ology--PH; Erythropoietin 
is; Pr ot o- Chcogene Proteins c-ets; 
s, Cultured 

ETS t ransi ocat i on vari ant 6 



... not yet been identified. During cloning of GH receptor cDNAfrom 
sal rron, we found a variant vuth relatively high ( 38- 58°/^ sequence 
identity to ver t ebr at e GH r ecept or s and I ow ( 28- 33. . . 

... in the cytokine receptor type I homodimeric group, v\lii ch includes 
receptors for GH, PRL, erythropoietin, t hr onbopoi et 1 n , 
granul ocyt e- col ony st i rrul at i ng factor, and I ept i n. Transcripts for SLR were 



... the i nvol ven^nt of a GP I bal pha/ 1 4- 3- 3xi / PI - 0 
regulating t hr onbopoi et i n- rrsdi at ed responses. /\n obsei 
t hr onbopoi et i n- n^di at ed /\kt phosphorylation in 
variant supported the hypothesis and led 
mDdel in whi ch t he GP. . . 



6/ KWC/5 

DI ALOG( FO Fi I e 155: (c) format onl y 2008 Di al og. All rts. reserv. 

Thr onbopoi et 1 n and its cognate receptor c-Mp\ are the primary 
regulators of nregakaryopoi esi s and platelet production... 

a truncated Mp\ receptor isoform {Mp\-iT), v\lii ch results from 
alternative splicing. The rrpl-tr variant is the only alternate npl 
isoform conserved between mouse and humans, suggesting a relevant function 



... retained i nt r acel I ul ar I y. Qjr results provide evi dence t hat IVt}l-tr 
exerts a dorri nant - negat i ve effect on t hr onbopoi et i n- dependent cell 
proliferation and survival. Vfe demonst r at e t hat t hi s i nhi bi t ory ef f ect is 

due t o down. . . 



tr, consisting of 30 anri no acids of unique sequence, is essential for 
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the suppression of t hr onrbopoi et i n -dependent proliferation and Mp\ 
protein down- r egul at i on. C^t fiepsi n infiibitor-l (CATI-1), an inhibitor of... 

IVE; Polyn^rase Chain Inaction; Protein Binding; Protein IsoforrtE; 
Protein Sorting Signals; Protein Structure, Tertiary; F^ceptors, 
Thr onrbopoi et 1 n; Signal Transduction; Thronbopoi et i n- - cheni st ry 
- - CH; Thronbopoi et i n- - physi ol ogy- - PH; Transfection 

. . . Cherri cal Narre: Di pept 1 des; NeopI asm Prot el ns; Pept 1 des; Prot el n 
Isoforms; Protein Sorting Signals; Prot o- Qicogene Proteins; Receptors, 
Cytokine; feceptors, Thr otibopoi et i n ; phenyl al anyl - gl ycyl - MHO Bz; IVPL 
protein, hurtan; Oanul ocyt e- l^crophage Gol ony- St i nul at i ng Factor; DMA; 
Thronbopoi et I n 



... lb genes. Msreover, it seems to be present an association vm t h the 
pol ymsr phi sme in the t hr onbopoi et i n gene ( G4830A and A5713Q. Also 
the role of son^ genes coding for proteins influencing the... 

n^tabolism have been closely exani ned. IVkny pol ymor phi sms were 
discovered in the Apo B gene: t he var i ant C-516T\Aas f ound t o be 
associated with increased LDL levels, whereas the results about... 

... LAL sequence, Pvul I , IVbpl , Asp4311Ser) and young AM are discordant. Ch 
the other hand, the variant e4 of the ApoE gene was associated with 
an increased risk of /Wl at young... 

...; genet i cs- - GE; Protein C- - genet i cs- - GE; Pr ot hr onrbi n- - genet i cs- - GE; 
R sk Factors: Snrski ng- - adver se ef f ect s- - AE: Thr onbopoi et i n- - genet i cs 

... Cheni cal ISbme: Platelet Qycoprotein GPI b- 1 X Gonpl ex; Protein C; 
factor V Leiden; Factor V; Factor VII; Prothronbin; Thr onbopoi et i n ; 
Li poprot ei n Li pase 



nl y 2008 D al og. All rts. res< 

A functional erythropoietin receptor is necessary fi 
t hr onbopoi et i n on er yt hr oi d eel I s I acki ng c- npl 

OBJECTIVE: V* hypothesized that t hr onbopoi et 1 n ( TPQ 
rri t ogeni c ef f ect s on eryt hroi d eel Is, at I east i n part , vi ; 



... term gr owt h and pr ol i f er at i on of BaF3/ EPO R eel I s and t o devel op a 
TPO dependent variant , BaF3/ EPO R( T) , whi eh i s hi ghl y sensi t i ve t o 
and dependent on TPO f or its... 

...Descriptors: physi ol ogy- - PH; * Pr ot o- Cheogene Pr ot ei ns- - physi ol ogy- - PH; 
•Fteceptors, Cyt oki ne- - physi ol ogy- - PH; * Receptors, Erythropoietin 

- - physi ol ogy- - PH; *Thr onbopoi et i n - - phar rraeol ogy- - PD . . : ef f eet s - - DE; 
Cell □ vi si on- - dr ug ef f eet s- - DE; Cell Line; M ee; O i godeoxyr i bonuci eot i des 
, Ant i sense- - phar rraeol ogy- - PD; Receptors, Thr onbopoi et I n 

Cheni cal Narve: NeopI asm Pr ot ei ns ; O i godeoxyr i bonuel eot i des, Ant i sense; 
Prot o- Cheogene Proteins; Receptors, Cytokine; Receptors, Erythropoietin; 
Receptors, Thr onbopoi et i n ; IVPL protein, hurran; Thr onbopoi et i n 



il y 2008 D al o 



... IL-3 or GM CSF. The EPO def ect is not corrected by a const i t ut i vel y 
active variant of EPCR Mcroarray analysis identified several 
candidate PU. 1 target genes known to affect cytokine... 

...; Receptors, Erythropoietin; Recontii nant Fusion Pr ot ei ns- - n^t abol i sm 
■-IVE; STATS Transcription Factor; Stem Cell Fact or - - n^t abol i sm - IVE: 
Thr onrbopoi et i n- - net abol i sm - IVE; Trans- Act i vat or s- - genet i cs- - GE 

... Cheni cal Nans: Activators; pr ot o- oncogene protein Spi - 1 ; 
Erythropoietin; Q-een Fluorescent Proteins; & anul ocyt e- l\^cr ophage 
Col ony- St i mil at i ng Fact or ; Thr orrbopoi et i n ; Pr ot ei n Tyr osi ne 
Phosphatase, Non- Recept or Type 6; Protein Tyrosine Phosphatases; R pn6 



6/ KWC/9 

□ ALa3( R) Fi I e 155: (c) f or nat onl y 2008 D al og. All rts. reserv. 

. . . wi t hi n i nt r on 5 af f ect s t he pat t er n of al t er nat i ve spl i ci ng occur r i ng 
VM t hi n exon 6 of the t hr onbopoi et i n gene. 

OBJECTIVE: A conTTon variant i n i nt ron 5 of t he t hr onbopoi et i n 
(TPQ gene ( 4830C>A) has been associated vm t h risk of nyocardial infarction 
( M ) . To expl ore. . . 



. . . resul t ed in a snal I but st at i st i cal I y si gni f i cant i ncrease i n product i on 
of the TPO 3 spl i ce vari ant rel at i ve t o t he f ul I - 1 engt h t ranscri pt 
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( 10. 6%-/ - 0. 6% conpared t o t he 4830C al I el e. . . 
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Mp\ K, a natural variant of the t hr orrbopol et I n receptor wi t h a 
truncated cyt opi asrri c dorrai n, binds t hr orrbopol et I n but does not 
interfere with t hr onrbopoi et i n- n^di at ed cell growth. 

CBJECTIVE: Interaction of t hr otlbopoi et i n (TPq with its receptor 
c-Mp\ is responsible for the for nation of megakaryocytes and platelets... 

Descriptors: *Neopl asm Prot el ns; * Prot o- Chcogene Prot el ns- - nEt abol 1 sm - IVE 
; * Receptors, Cytokine; * Thr otlbopoi et i n- - met abol 1 sm - IVE. .. ; Protein 
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report a patient with cyclic t hr ontiocyt openi a and antiplatelet 
antibodies, a variant of chronic i nmjne t hrorrbocyt openi c purpura 
( I TP) , wi t h a several year history of periodic fluctuation of... 

...Descriptors: Recontii nant Prot ei ns- - adni ni st rat 1 on and dosage- -AD; 
*Recontinant Prot ei ns- -t her apeut 1 c use--TU; *Thr ombocyt openi a - - dr ug 
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... i.e., i sof or rrs of t he Tr p f ani I y of pr ot ei ns. Pr i mar y st em eel I s vrer e 
cultured with t hr onbopoi et i n to allow differentiation into 
rrBgakar yocyt es. The undifferentiated stem cells ( CD34( -i-) ) shovred nflNA 
expression of only a spliced variant TrplA. Inmature 
( CD61( -I-)/ CD42b( I ow) ) and rrature ( CD61 ( -f) / CD42b( hi gh) ) n^gakar yocyt es as 

...; Isoforrrs; RNA, IVfessenger - - rret abol 1 sn> - IVE; Sequence Anal ysi s, DMA; 

Stem Cel I s--rTBtabol i sr>-IVE; TRP" ~ ' ' ' 
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Qycoprotein 130 and c- ki t signals syner gi st i cal I y induce 
t hr orrbopol et i n production by hen^t opoi et i c cells. 

... produced by erythroid progenitors st i nxil at es er yt hr opoi esi s via gp130 
and c- ki t signals. Here we exani ned t hr onbopoi et i n (TPQ production 
by hen^t opoi et i c cells cultured with I L- 6, slL-6R, and SCF. Rsverse 
t ranscr i pt i on. . . 

...cells gener at ed f r om cor d bl ood CD34-I- cells wi t h 1 he 3 f act or s expr essed 
a ni nor splice variant of TPO n^ssenger RNA, PI delta E2, which can 
be t r ansi at ed to TPO pr ot ei n mar e. . . 

...Descriptors: ivbntirane Q ycopr ot ei ns- - phar rracol ogy- - PD; * Neoplasm 
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O on! ng and functional characterization of a novel c- rrpl variant 
expressed in human CD34 cells and platelets. 
The t hr onrbopoi et i n receptor, c- rrpl , is a crucial element not only 
in t hr onrbopoi et 1 n ( TPq - 1 ni t i at ed si gnal i ng pat hways but al so in t he 

regul at 1 on of t he ci rcul at 1 ng amDunt of TPQ . . 

... 125)l-rHuTPO. Taken t oget her , t hese r esul t s denronst r at e t hat c-npl-del, 
a nat ur al I y occur r I ng var I ant of c- nrpi , f ai I s t o be i ncor por at ed i nt o 
the cell nenrbrane but rri ght serve as... 

...Descriptors: Neoplasm Proteins; * Prot o- Oicogene Prot ei ns- - physi ol ogy 
■■PH; *Ffeceptors, C^t oki ne^ ■ physi ol ogy^ ■ PH; "Recept ors, I rrminol ogi c 
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Receptors, Cyt oki ne- - bi osynt hesi s- - Bl ; Receptors, Cyt oki ne- - genet i cs- - GE; 
Receptors, I nminol ogi c- - genet i cs- - GE; Receptors, Thr onrbopoi et 1 n ; 
Transf ect i on 
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; feceptors. Cytokine; Receptors, I 

Thr onrbopoi et 1 n ; IVPL protein, hurren; Thr onrbopoi et i 
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...to 70, 000 Da v\er e easi I y separ at ed usi ng re 
or affinity chr orrat ogr aphy . A variant of r 
r aceni zat i on of a ser i ne r esi due was det ect ed in t he i nt act . . . 

... glycoprotein. The presence or absence of O I i nked sugars on Thr ■37 of 
recorbi nant hurran t hr onrbopoi et 1 n was rapidly demonstrated by rpHPLC. 
Wii I e t he separ at i on of t hese t ypes of var i ant s i s essent i al . . . 

... that allow the adni ni st rat i on of these proteins into humans. Qice a 
correlation exists between the variant and its biological activity, 
control of the manufacturing process can be better achieved vm t h analytical 

...; IP; M ce; IVbl ecul ar Sequence Data; Protein Folding; Recorrbi nant 
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... PCR and expressed in Trichoplusia ni ( Tn5) insect cells using a 
baculovirus expression system Each variant, hTP0163 ( ani no acids 
1-163), hTP0198 (1-198) and hTPC245 (1-245), mas produced in... 
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Thr onrbopoi et i n production is inhibited by a t ransi at i onal 
nechani sm 

Thr onrbopoi et i n (TPQ is a I i neage- dorri nant hematopoietic cytokine 
that regulates negakar yopoi esi s and platelet production. The major... 

... which account for 98% of TPO nfltsIA, vrere almost conpl et el y inhibited, 
whereas a rare splice variant that lacks exon 2 can be mare 
efficiently translated. Thus, inhibition of translation of the... 
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IVbgakar yocyt opoi et i c activity of a truncated variant of rrouse 
t hrorrbopoi et 1 n. 

Thr otibopoi et i n (TPQ is a hemopoietic cytokine that specifically 
St i rrul at es the growth and devel oprrent of rregakaryocyt es. In... 
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Constitutive activation of a variant of the env- npl oncogene 
pr oduct by di sul f i de- 1 i nked horrodi n^r i zat i on. 

... npl i s a t r uncat ed f or m of t he c- npl gene vrfii ch encodes t he r ecept or 
for t hr orrbopoi et i n . Vfe investigated the contribution of the Env- IVtsI 
ext r acel I ul ar don^i n in t he const i t ut i ve act i vat i on of . . . 

... env sequences in the env- rrpl fusion gene was not required for 
oncogenicity. A pathogenic variant, DEL3I\/PLV, was generated, which 
differs from IVPLV by t he del et i ons of 22 am no aci ds of . . . 

...; Inbred DBA: IVbl ecul ar Sequence Data: Pr o1 o- Chcogene Proteins 
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(^net i c risk factors in rryocardial infarction at young age. 

Incalcaterra E; Hof f rrann E; Averna MR; Cai rri G 

Cardiology Section, University of Palerrro, Palerrro, Italy. 

Mnerva car di oangi ol ogi ca ( 1 1 al y) Aug 2004, 52 (4) p287-312, ISSN 
0026- 4725- - Pri nt Journal Code: 0400725 
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The role of genetic susceptibility to coronary artery disease (CAD) seerre 
to be quite irrportant in young patients. I n t he last years the attention 
has been focused on pol yrror phi srre influencing some biological functions 
(coagulation and fibrinolysis, platelets, vascular function, lipid 
netabolisni i nf I amrat i on) . The study of pr ot hr orrbot i c pol ymjr phi sms has 
kindled a deep interest. The role of atherosclerosis and throntiosis is 
different in the different ages. In all the studies we exani ned, the 
polymDrphism G20210A in the prothrorrbin gene was associated wi t h an 
increased risk of acute rryocardial infarction (AM) in young people, 
especially when other risk factors vrere present. Contradictory results have 
been found i n t he studies on Factor V Leiden: according 1o many authors the 
activated protein C resistance ( APCR) is associ at ed wi t h an increased risk 
of /WI only in snnkers, above all if vroriBn. Ch the other hand, sonB 
pol yrror phi sms of the Factor VII gene seem t o be protective. Young /WI could 
be also caused by a reduction of the fibrinolytic activity, as it vas found 
when t he al I el e 4G i n t he pr onct er of pi asni nogen act i vat or i nhi bi t or ( P/\l ) 
gene is present. The attention has also been focused on the effects of 
variations in genes that influence platelet functions. According to a 
n^t analysis of studies published up to 1999, there is no association 
between the pol ymar phi sm PI Al/ /\2 of t he GP I I I a gene and young /WI , whereas 
t here i s doubt about t he rol e of t he pol ymsr phi sm i n t he GP Mb e GP I b 
genes. IVbreover, it seems to be present an association with the 
pol y mar phi sms in the t hr orrbopoi et i n gene ( C4830A and A5713G). N so 
the role of son^ genes coding for proteins influencing the vascular 
functions has been valued. Few st udi es vrere perforrred on genetics of the 
r eni n- angi ot ensi n- al dost er one system and the results are insufficient and 
contradictory, such as those about the association between the polynnrphism 
G894T in the eNCS gene or the pol ymor phi sm 0677T i n t he MTHFR gene and 
young MA. C^nes coding for proteins involved in the lipid met abol i sm have 
been closely exarri ned. N^ny pol ymor phi sn^ were discovered i n t he Apo B 
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gene: the variant &516Tv\as found to be associated with increased 
LDL levels, whereas the results about the association between this and 
ot her pol ymarphi sms in t he san^ gene ( I / D of LAL sequence, Pvul I , IVbpl , 
Asp4311Ser) and young AM are discordant. Qi the other hand, the 
variant e4 of the ApoE gene was associated wi t h an increased risk of 
AM at young age in many vrorks. In the last years, a particular interest 
has kindled the study of the relationship between i nf I armBt i on, 
atherosclerosis and CAD. Even if the studies perforrred are few, it was 
found an association between young AM and pol yrror phi sm C- 260T i n t he CD14 
gene, between coronarics atherosclerosis and pol yrror phi sm A516C i n the E 
Sel ect i n gene or pol yrror phi strc Leu125Val and Ser563Asn i n t he PEGAM1 gene. 
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The 4830OA pol yrror phi sm w t hi n intron 5 affects the pattern of 
alternative splicing occurring wl t hi n exon 6 of t he t hr otibopoi et i n 

Vibb Karen E; IVbrtin John F; Cotton Jarres; ErusalirtEky Jorge D; Hurrphries 

Steve E 
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Docurrent type: Journal /Article; Research Support, Non- U. S. Qav' t 

Languages: ENGLISH 
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OBJECTIVE: A conrron variant i n i nt ron 5 of t he t hr onbopoi et i n 
(TPq gene ( 4830C>A) has been associated with risk of rryocardial infarction 
( M ) . To expl ore t he m\ ecul ar nrechani sm of t hi s associ at i on, t he abi I i t y 
of the i nt r on to act as a t r anscr i pt i on enhancer and to i nf I uence rrRNA 
splicing was tested. IVETHCD AND RESULTS: In HepG2 cells the presence of 
intron 5 upstream of the TPO promDter decreased prorroter activity to 
between 60% and 30% This effect v\as orientation dependent; i n t he reverse 
orientation, intron 5 caused a twofold greater decrease in promDter 
activity corrpared to the forv\ard orientation. However, the effects were 
si rri I ar wi t h ei t her t he C or t he 4830A al I el e. An i n vi t ro exon 1 rappi ng 
system was used to study the effect of the pol yrror phi sm on splicing events 
in exon 6. The full-length (TP01) and three previously reported splice 
variants (TPO 2, TPO 3, and TPO 5) were identified. The 4830A al I el e 
resul t ed in a smil I but st at i st i cal I y si gni f i cant i ncrease i n product i on of 
the TPO 3 splice variant relative to t he f ul I - 1 engt h t r anscr i pt 
(10. 6%^/ -0.6°/^ conpar ed to the 4830C al I el e (8. 3%^/ -0.6°/^ ( p=0. 02) . 
(feneration of TPO 5 vras also slightly increased, but this did not reach 
significance. OCNCLUSI ON: The identification of a pot ent i al "silencer" 
sequence in intron 5 of the TPO gene derronst r at es the corrpl exity of control 
of expression of the gene. Although the precise role of the different 
splice variants is not knovwi, the finding that the 4830C>A sequence change 
alters their relative amounts, suggests a possible molecular mechanism 
whereby TPO genot ype may influence the risk of M. 
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Qycoprotein 130 and c- ki t signals syner gi st i cal I y induce 
t hr orrbopoi et i n production by hen^t opoi et i c cells. 
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have reported that si nxil t aneous activation of glycoprotein ( gp) 130 
and c- ki t signals by interleukin ( I L) - 6, soluble I L- 6 receptor (slL-6F^, 
and stem cell factor ( SCF) promates proliferation of human hen^t opoi et i c 
progenitor cells and their differentiation into erythroid, nyel ocyt i c, and 
msgakar yocyt i c cells. recently found that erythropoietin produced by 

erythroid progenitors st i nxil at es er yt hr opoi esi s via gp130 and c- ki t 
signals. Here we exani ned t hr orrbopoi et i n (TPQ production by 
henBt opoi et i c cells cultured with I L- 6, slL-6R and SCF. Fteverse 
t r anscr i pt i on- pol ymerase chain reaction analysis indicated that 
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herrat opoi et i c cells generated from cord blood CD34+ cells with the 3 
factors expressed a ni nor splice variant of TPO msssenger RNA, PI 
del t a E2, whi ch can be t r ansi at ed to TPO pr ot ei n nror e ef f i ci ent I y t ban 
regularly spliced isoforms. Tbe reduction in c- nrpi , receptors for TPQ by 
ant i sense ol i godeoxynuci eot i des suppressed the generation of erythroid, 
nvel ocyt i c, and pluripotent progenitors in suspension culture, plus colony 
formation of rregakar yocyt i c progenitors in addition to these progenitors in 
clonal culture of cord blood CD34+ cells vm t h IL-6, slL-6R, and SCF. The 
addition of ant i - human TPO ant i body t o t he clonal culture also suppressed 
colony forrration. These findings indicate that TPO production by 
henat opoi et i c eel I s st i mjl at ed by I L- 6, si L- 6R, and SCF i s i nvol ved i n 
promating their ovwi growth. 
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14177874 PM D: 11458519 

I npli cat i ons of nutations in hen^t opoi et I c growth factor receptor genes 
in congenital cytopenias. 

Qsrn^shausen IVt Bal I rrei er M, Vfel t e K 

Pediatric hHennat ol ogy and Chcol ogy, l\^dl zl nl sche hHochschul e hHannover, 
Car I - Neuber g- St r . 1, D- 30625 Hannover, C^rrrany. 

Annals of the New York Acaderry of Sciences (United States) Jun 2001, 
938 P305-20; discussion 320-1, ISSN 0077- 8923- - Pr I nt Journal Code: 

7506858 
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IVUt at i ons in the genes of henrat opoi et I c growth factor receptors as a 
cause of congenital cyt open! a, such as congenital arregakaryocyt I c 
t hr orrbocyt openi a (CMM) or severe congenital neutropenia (ON), are 
discussed. There are striking differences i n t he relevance of receptor 
nutations in these diseases. C/WIT is a rare disease characterized by severe 
hypon^gakar yocyt i c t hr orrbocyt openi a during the first years of life that 
develops into pancytopenia in later childhood. In patients with CAMT, we 
found inherited nutations in c- rtpl , the gene coding for the 
t hr orrbopoi et 1 n receptor, in 8 out of 8 cases. The type of nutation 
seems to correlate vu t h the clinical course seen In the patients. 
Functional studies detronst r at ed defective t hr orrbopoi et i n (TF^ 
reactivity in hen^t opoi et i c progenitor cells and platelets In CAMT 
patients. CN i s a group of herrat opoi et I c disorders characterized by 
profound, absolute neutropenia due to a rraturatlon arrest of nrvel oi d 
progenitor cells. About 10% of all patients develop secondary MDS/ 1 eukerri a. 
The Malignant progression is associated vm t h acquired nonsense mjt at i ons 
within the G CSF receptor gene that lead to the truncation of the 
car boxy- 1 er rri nal cytoplasnic dorrai n of the receptor protein involved in 
rraturation of nyel oi d progenitor cells. This seertE to be one inportant step 
i n I eukerrogenesi s i n CN pat i ent s. C/WIT i s caused by I nheri t ed nut at i ons i n 
c- npl , the gene for the t hr orrbopoi et i n receptor, v\lii ch lead to 
reduced or absent reactivity to TPQ In contrast, nutations i n t he G CSF 
receptor In CN are acquired and are most probably connected vu t h 
progression of the neutropenia Into IVDS/ 1 eukeni a as a result of a loss of 
dl f f er ent I at I on si gnal I ng. 
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Protein Engineering Research Q-oup, Korea Research Institute of 

Bioscience and Biotechnology, Kl 8T, P. O. Box 115, Yusong, Taej on 305-600, 

Korea. 

Journal of biological cherri st r y ( UNI TED STATES) Jan 2 1998, 273 (1) 
p256-61, I SSN 0021-9258-- PrI nt Journal Code: 2985121R 
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Docun^nt type: Journal /\rtlcle; Rasearch Support, Non- U. S. Qav' t 

Languages: ENGLISH 

IVbi n Q t at i on CVvner : NLM 

Ffecord type: IVEDLI NE; CorrpI et ed 

Thr onbopoi et i n (TPQ is a n^gakar yocyt e growth and differentiation 
factor. It consists of a characteristic two domain structure. The 
ani no- 1 erni nal dentin of TPO has a sequence homology vm 1 h erythropoietin 
and is required for the binding and activation of its receptor c- IVt^l . To 
det erni ne the f unct i onal I y i npor t ant r egi ons i nt er act i ng vm t h its r ecept or , 
a series of si t e- di r ect ed nut ant s of TPO were constructed based on a 
t hr ee- di n^nsi onal madel of the ani no- 1 er ni nal domain. Tvro strategies of 
nut agenesis were enpl oyed: 1) nonnat i ve N- 1 i nked gl ycosyl at i on scan of 12 
residues predicted to be on the surface, and 2) alanine repi acen^nt scan of 
rrost I y charged 44 anri no acid residues. Each TPO nut ei n was transiently 
expressed i n CC67 eel I s, and t he speci f i c bi oact i vi t y of t he TPO prot ei n 
secreted Into the culture medi um was nsasured using a reconti nant BaF3 cell 
line expressing hurran c- IVJjI . Four alanine substitutions at /\rg10, Pro42, 
3 u50, and Lys138 nearly or conpl et el y abolished the activity, whereas the 
nutation at Arg14 slightly decreased the activity, suggesting that these 
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resi dues are f unct i onal I y i nport ant i n i nt eract i ng vm t h its recept or . These 
residues rrapped to liel i x A, loop AB, and helix D. Sequence conparison 
bet ween hun^n TPO and ot her n^nrrHl i an TPO showed t hat t he i dent i f i ed 
residues are conpl et el y conserved arrong the species. However, unlike the 
recent report on the nrut at i onal analysis of TPQ alanine 
substitutions at Lys52, Lys59, Arg136, and Arg140 did not affect the TPO 
activity significantly in our system The identified receptor binding 
regions of TPO are analogous to those of hurran growth horrrone and 
erythropoietin. Based on the sinilarity of these three cytokines, we 
propose that Lys138 of helix D and Pro42 and Q u50 of loop AB may 
constitute one binding region, whereas ArglO and Lys14 of helix A may 
constitute the other binding region to dimerize the receptors. 
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Peptide, disulfide, and gl ycosyl at i on rmppi ng of recorrbi nant hurmn 
t hr orrbopoi et I n fromserl to Arg246. 

Hoffn^n R C; Andersen H; \Afil ker K; Krakover J D; Pat el S; St amn M R; 

CEborn S G 

Depart n^nt of Biological Structure, ZyrroC^net i cs. Inc., Seattle, 
Vishi ngton 98102, USA. 

Bi ocherri St ry ( UNI TED STATES) Nov 26 1996, 35 (47) p14849-61, ISSN 
0006- 2960- - Pri nt Journal Code: 0370623 

Publ i shi ng IVbdel Pr i nt 

Docunent type: Journal /Article 
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Thr orrbopoi et i n (TPQ is a hematopoietic factor involved i n t he 
regulation of n^gakaryocyt opoi esi s. Full length reconbi nant hunmn TPO ( 332 
residues) has been expressed in BHK eel I s and purified to homagenei t y using 
conventional n^ans. Peptide, disulfide, and gl ycosyl at i on mapping of hurran 
TPO from residues 1 to 246 has been carried out using liquid 
chron^t ography- el ect rospray rrass spectronetry ( LG ESt\/B) . A rrodi f i cat i on of 
the ranped orifice n^t hod of Car r and co-vrorkers [ Car r et al . (1993) 
Protein Sci . 2, 183-196] is enpl oyed, providing additional information for 
assi gnn^nt of the LC- ESIVB chr ontat ogr anx. Wth the rrodi f i cat i on, b- and 
v- ser i es pept i de i ons ar e pr educed vi a f r ont - end CI D whi ch conf i r ms t he 
based assignn^nts. The results of our analysis of TPO i ndi cat e 



pect ed f r om t he 
gnal pept i de. Tvwj uni que 
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that the ani no acid sequence of TPO 1-246 
transfected cDNA with conpl et e cleavage of t he s 
disulfides are f ornBd bet vreen the four cysteines i 

TPQ Cys7-Cys151 and Cys29- Cys85. The gl ycosyl at i on map indicate 
position, occupancy, and structures of t he N- and O gl yeans in TPO 1-246. 
In addition, site specific structural characterization of the PNC^se 
F-li berated N- gl yeans has been perforriBd following purification by hi gh- pH 
anionic exchange chr orrat ogr aphy with pulsed anperon^tric detection 
(HPAEOPAD); the results corroborate the LG ESIVB dat a. The N- gl yeans are of 
the conpl ex type with the cor e- f ueosyl at ed di si al yl at ed biantennary and 
t r i si al yl at ed triantennary structures pr edoni nat i ng. The Ogl yeans are of 
the rruci n type with the rmnosi al yl at ed and di si al yl at ed (^1 (^1 NAc- S/ T 
structures pr edorri nat i ng. Furt herrrore, vre propose that the G t er ni nal 
dentin of TPO be further divided into t vro dorrai ns on the basis of sequence 
homjl ogy arrong the cloned sequences and gl ycosyl at i on/ st r uct ur al 

features: an N- gl yean donai n (154-246) and an O gl yean domain (247-332). 
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